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A summary of the papers in this month’s issue.
Solid-phase syntheses
A new mild and selective method for the reduction of aromatic nitro groups on solid-
phase support has been published (Hari and Miller, Tetrahedron Letters, 1999, 40(2),
245-248). This approach requires the use of chromium chloride in DMF at room
temperature to generate aniline products. A new linker for the solid-phase preparation
of peptides, that allows a more convenient cleavage procedure, has been proposed
(Rosenthal et al., Tetrahedron Letters, 1999, 40(2), 377-380). Tetrasubstituted
diethylenetriamines have been prepared in parallel via the exhaustive reduction of resin-
supported N-acylated dipeptides (Nefzi et al., Tetrahedron, 1999, 55(2), 335-344).
Cyclopropenes have been prepared by the reaction of acetylenes with a rhodium
carbenoid bound to Wang resin (Cano et al., Tetrahedron Letters, 1998, 39(52), 9819-
9822).
Heterocycle synthesis
The quinolin-2(1H)-one-3-carboxylic acid heterocyclic system has been prepared on
Wang solid-phase support by using an intramolecular Knoevenagel reaction (Watson
and Christiansen, Tetrahedron Letters, 1998, 39(52), 9839-9840). A new paper
describes the formation of 5- and 6-membered heterocycles by palladium-catalysed
chemistry on Rink resin (Wang and Huang, Tetrahedron Letters, 1998, 39(52), 9605-
9608).
Guanidine synthesis
Unsymmetrical trisubstituted guanidines have been prepared on solid phase from amino
acids, acid chlorides and amine building blocks (Lin and Ganesan, Tetrahedron Letters,
1998, 39(52), 9789-9792). A highly reactive 4-nitropyrazole derivative for the
preparation of guanidines from amines has been described (Yong et al., Tetrahedron
Letters, 1999, 40(1), 53-56). The new reagent is applicable for both solution and solid-
phase synthetic use.
Amino acid preparation
The first solid-phase synthesis of L- and D-cycloserine derivatives has been described.
(Gordeev et al., Tetrahedron, 1998, 54(52), 15879-15890). This technology has been
used to prepare a library of 80 natural derivatives. 3-Substituted prolines have been
prepared on Wang resin by using a zinc enolate intramolecular cyclisation (Karoyan et
al., Tetrahedron Letters, 1999, 40(1), 71-74).
Resin preparation
The preparation of vinylpolystyrene resin by treating Merrifield resin with excess
dimethylsulphonium methylide has been described (Sylvain et al., Tetrahedron Letters,
1998, 39(52), 9679-9680).
Library applications
A group from Vertex Pharmaceuticals have described HIV protease inhibitors
containing a novel backbone (Baker et al., Bioorg. Med. Chem. Lett., 1998, 8(24),
3631-3636). A combination of structure-base design with both solution and solid-
phase synthetic methods have led to this potent series of compounds. A series of
trisubstituted hydantoins have been prepared on solid-phase support from primary
alcohols, amines and amino acids (Scicinski et al., Bioorg. Med. Chem. Lett., 1998,
8(24), 3609-3614). The products have led to the identification of several sub-
micromolar somatostatin ligands.
Solution-phase synthesis
Further methods for the solid-phase assisted purification of solution-phase reactions
have been described (Weidner et al., Tetrahedron Letters, 1999, 40(2), 239-242). The
formation of amides from amines and activated esters has been improved by the use of
sequestering resins that trap both excess activated ester and the leaving group by-
products.
